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[0 117] 

*&mit&m (i) ©^{c^vN^MM^ocfiic^ff^b^w^* 



ffiSE# 2003-3031297 



•^#2002-084758 ^ 

<#%M1> 

[0 118] 

MfS2 5] 
JyC0 2 H 

[0 119] 

Uf 9A^>fV^.Dlf^75 K<Z>-r b^t: KD7 7>it WV^D^T 
^ > (14. 6mL) ?:fh7tKn77> (2 0 0mL) bt, -20 

0 ClC^Tn-7^;vy (6 9. 5mL, 1. 5mo l/LA^t>M 

) &fln;tfe«, -2 ot3T*s o#itm#b*cw«Ebfc. ) ic, 2-?nn-3- 

H-FtTU^> (23. 8g) CD^h^fc. KD7^> (lOOmL) ^^-7 

, 7K^inx.T^M*^#mbfc„ 2mol/LSi(2 0 0mL) &#H*.T p H 
- l ^ h^t: Fn77>-l.li^ (1:1 v/v) t*ttffibt> 

(2 2. 7 g, 8 1 %) o 
MS(EI)m/z:283(M + ) 

HRMS (EI ) : CgHgC 1 INOg b T ft H# : 282 . 8897 

mmU- 282. 8896 

[0 12 0] 
. <*#«2> 

[0121] 



2 8 



2003-3031297 



^2 0 0 2-0 84 7 5 8 

[flS2 6] 




[0 12 2] 

j&fc^-JV (2 0mL) IZ2 UU- 4 - 3- P-n^yWl 
itSm-, 8. 4*0 g) JkZfN, N-i^^f^MT^F (3?i) fein^r i o 

[0 12 3] 

3- (3, 5-tfx (hu^;v5f n^^;i/) /O^y^y) ^n^-zi/ ( 

#Hi¥9 -2 6 3 5 8 5#&fg&CiB«tf>#&lCJ:yfS^bfc ; 10. 7 g) 
bijxf;b75> (20. 6mL) h^t FD77> ( 1 5 0 mL) {C^^ 
U JliB^a^^h^^ KB75> (5 0mL) ^&*#T*»;LT, H 

T*fiSt-^i:> N- [3, 5-tfX (F'J7Mn^f;b) -2-* 
o n — N — (3 -t Kn*S/^n tr;b) - 4 - a- F-nf >^75 K^Wfeti 

f: (15. 4g, 92%), 
MS(EI)m/z:566(M + ) 

HRMS(EI) :C 18 H 14 ClF 6 N 2 0 2 i: L/ T tfjf -fit : 565. 9693 

HMffl: 565. 9731 

[0 12 4] 

<##«3> 

[0 12 5] 



ffi|E# 2003-3031297 




[0 12 6] 

N- [3, (h'J7MD^f;i/) s<>P)Vl -2-^nn-N- ( 

3 -tl FU3r*/7U^JV) -4-3-K-3f>l7^K (###f 2 ©ft-^ ; 
6. 8 6g) ^fb7tKn77> (6 0mL) K^frlsX, *Jc#T7?*iiift^ 
hU#A(5 8 1mg, 6 0%t>fMI) ZiUXX S 0 

1^=2 : 1) KlTHf®-***:, 5- [3, (h'J7Mn^f^/) * 

- 7 - a - K- 6 - t^PV - 2 , 3, 4, 5 --5=- h 9 fc: Fn - 6 H - fcf 
l)K [2,3-b] [1, 5] tf*-0-l/5/>##e>*tfc (2. 6 9g, 4 2%) 

o 

MS(EI)m/z:530(M + ) 

HRMS (EI ) : C 18 H 13 FgI N 2 0 2 HLX ?f JMt : 529 . 9926 

HiBHg: 529. 9907 

[0 12 7] 
<###I4> 

[0 12 8] 
[ft 2 8] 




3 0 



ffi§E# 2003-3031297 



Q^ft 2002-084758 ^ 

[0 12 9] 

l&lk^yt—Jl (2. OmL) f:2-^nn-4 - (2 -^f^7i-^) — n 
9 ; 6 7 Omg) JfctfN, N-^«M7^ K ( 

[0 13 0] 

3- (3, (hV7Mn^f;v) ^>^;ut^>0 7°n;v-;i/ ( 

#H^9-2 6 3 5 8 5 J $'jkmzmm<PJjmiZ£VMmLfc ; 8 l 8mg) 
h U m^-JVr^y (1. 9mL) h5tKn77> (8mL) JC»#U Jh 
ffiSt&JSaSO^-h^fci FD75> (2mL) mm&frtityeMZ.'C* JSC 1 ($13 

(8mL) K:»fl?U ^TfrTTf^yCA-t-^b^rJ/F (3 6 5mg) 
TlB£ISfm#f^ ^MT*35iCl^^m#bfeo ^*&I»x*;i,T»*Rbfe* 

^-y->=2 : 1) JCTHUS-tSil, 4- [3, 5-fcfX (h'j7Mn^f^) 
'OS*/!/] - 6- (2-^fJI/7i-;i/) -5-^-^V-2, 3, 4, 5 h 
^tlFntfUK [3,2-f] [1, 4] *mtr^#&*lfe (5 9 0mg 
, 4 5 %) . 
MS(EI)m/z:480(M + ) 

HRMS (EI ) : C 24 H 18 FgN 2 0 2 thX ft ITU : 480 . 1272 

HW-fit: 480. 1293 

[0131] 

<&mm 5 > 

[0 13 2] 



mfE^ 2003-3031297 



[ft 2 9 ] 




[0133] 

5- [3, 5-ifx (h'j7Mn^f;i/) - 7 — H- K- 6 ->r 

3, 4, 5-rh7t Kn-6H-bfU F [2,3 — b] [1, 5] 
**-V-)Si/y (MM3fflft^t; 1. OOg) lZy3i-;itfU>m (4 17m 
g) , ^h^=3rX (h'J7i-MX7>f» 7l^^^A (1 3 2mg) , bJl 
iXlOmL), 1, 4-i?W> (5mL) M2mol/Lltth'J 
(1 OmL) *M%.TTfr3y%,ffiTT*7mffilMmMWLfco fcfoffi. 

SgltSfc, 5- [3, 5 -if* (h'j7>»i/tn^^) -6-* 

^7-7-7x^-2, 3, 4, 5 — *r h9K Kn — 6H — fcfUF [2,3 — 
b] [1, 5] (7 2 9mg, 8 0%) , 

MS(EI)m/z:480(M + ) 

HRMS(EI) :C 24 H 18 F 6 N 2 0 2 il 1/TtfSMI: 480. 1272 

HMIt: 480. 1286 

[0 13 4] 
<##M 6 > 

[0 13 5] 



ffifl# 2003-3031297 




[0 13 6] 

##M5 nmm<Di3&K£ y, 5- [3, (hU7/i/tn^^) * 

- 7 -a- F- 6 -a-^y- 2, 3, 4, 5-fh7tKn-6H-if 

UK [2,3-b] [1, 5] (#t«30^i|! 3 0 0mg) 

W4-7MD7i-JI/!Kn>® (14 3mg) ^?>, 5- [3, 5-tf*( 

bU7;i/tn^f^) -7 - (4-7Mn7i-^) -e-tf^y 

-2, 3, 4, 5-rh5bKn-6H-t:y K [2,3-b] [1, 5]^*^r 

i^y^^^i&tlfe (2 8 4mg> 100%) o 

MS(EI)m/z:498(M + ) 

HRMS(EI) :C 24 H 17 F 7 N 2 0 2 fc L/TtfUCffi: 498. 1178 

Hit: 498. 1168 

[0 13 7] 
<##M7> 

[0 13 8] 
U£ 3 1 ] 




[0 13 9] 

*#«5fcffl«*©#SicK:J:y, 5- [3, 5 - tf X (h'J7;i/td^f ^) * 
- 7-3- K- 6 -;f 3f y- 2, 3, 4, 5 --r-h^fc: Fn- 6 H-bf 

3 3 2003-3031297 



2002-084758 ^ 

)JK [2,3-b] [1, 5] t^fiM/i/> (#ti3<Z)^®; 3 0 0mg) 
&tf2 -jlfjb7z^D>i (116mg)#&, 5 - [3, 5 - If ^ (h 

U7-W>a*n**-;t/) <*2/5*/i/] -7 - (2-^^71-^) - 6 -tf^ v- 2 

, 3, 4, 5-rh7t Fn-6H-b°'J F [2,3 — b] [1, 5] 3**1^ 

fetlfe (2 7 8mg, 99%) . 
MS(EI)m/z:494(M + ) 

HRMS(EI) :C 25 H 20 F 6 N 2 0 2 t LTtflMi: 494. 1429 

ftttltt: 494. 1441 

[0 14 0] 
<##$J 8 > 

[0 14 1] 
[ft3 2] 




[0 14 2] 

##«5^H«©^fSstCJ:»;. 5- [3, (b'J7Mn^f^) * 

>^V1/] -7-a-F-6-^drV-2, 3, 4, 5 h 9 £ FH - 6 H- tf 
UK C2,3-b] [1, 5] jt*W*/y 3 ©-fb^ ; 2. OOg) 

W2-^b^i/7i-Mn>i (6 9 0mg) fr£>, 5- [3, 5 - If ( 
hU7^tn^f^/) *>5W] - 7- (2-^b^J/7x-Jl/) 
-2, 3, 4, 5 —rh^bl Kn- 6 H-tfU K [2 ,3 -b] [1, 5]^ 
•^yS/^J^W&tlfe (1. 6 5 *, 8 6%) . 
MS(EI)m/z:510(M + ) 

HRMS (EI) : C 25 H 20 F 6 N 2 0 3 £LT fUS-fit : 510 . 1378 

510. 1397 

[0 14 3] 



£fJ§E# 2003-3031297 



2002-084758 

<##« 9 > 

[0 14 4] 
[fl!3 3] 




[0 14 5] 

(Dit&Vo;5. 6 7 g) ^.t^2 -^^;i/7xzi;iy/Kn>m (3. 0 0g)^e>, 

2-^nn-4- (2-*^/l/!7:i:r./l/) ~n^->^^#e>nfe (4. 44g, 
9 0 %) o 

MS(EI)m/z:247(M + ) 

HRMS(EI) :C 13 H 10 ClN0 2 i: bTfMTlfi: 247. 0400 

£SSHB: 247. 0410 

[0 14 6] 
<##$I 1 0 > 

[01 4 7] 
[fll3 4] 




[0 14 8] 

5- [3, 5-tfX (h'J7;i/tn^f^) ^S/SJ/l/] - 6 -tfdfV- 7 -7 
x-;V-2, 3, 4, FD-6H-tfU F [2,3-b] [1, 5 

] ^^r^l/e/> (##M5 0fi:^; 7 2 9mg) V> (10mL) 



fBfE# 2003-3031297 



_ n 2 0 0 2-0 84 7 5 8 

JC*»L/felfe, 3-^nna$If» (5 24mg) &iH^TSIT 2 4 BfrlBfft 
#bfec SfSI^>'J^7A^nv^77^- (Sf^:n^;i/ : * # y - 

;i/=5 : 1) fCTflMBTrs*:, 5- [3, 5 -If* ( h V 7JV?tU * Ky 

Vfr] -e-**y-7-73i— ;i/-2, 3, 4, s-rh^tKn-eH-tf 

UK [2,3-b] [1, 5] W $/y 1 0 - t^i/ WUPj^fe (4 1 
lmg, 5 4%) . 
MS(FAB + )m/z:497(M+H + ) 

HRMS(FAB + ) :C 24 H ig F 6 N 2 0 3 h OTtHMt: 497. 1300 

£8lMt: 497. 1291 

[0 14 9] 

1 1 > 
[0 15 0] 
[ft 3 5 ] 



F 




0 



[0 15 1] 

###fi o tn^o-^mz * *k 5- [3, 5-lfX (b'j7^tn^f^ 
^>^] -7- (4-7;i/tn7x-;i/) -6-#3fy-2, 3, 4, 5 --T- 
h^nKn— 6H — bfU K [2,3-b] [1, 5 ] l/*/y 6 <Z> 

ft^tl; 2 7 2mg) ^f,, 5- [3, 5 - tf X ( b U 7;i/^*n J* 3^1/) ^> 2? 
;b] -7- )VJtU7 x.—)V) - 6 -;f 3rV- 2, 3, 4, 5-^h^t 

Kn- 6 H-tf U K [2 ,3 - b] [1, 5] *^y*/> 10-WK# 
#e>tlfc (119mg, 4 2%) o 
MS(FAB + )m/z:515(M+H + ) 

HRMS (FAB + ) : C 24 H 18 F 7 N 2 0 3 thX ft : 515 . 1206 



ffiSE^P 2003-3031297 



^#2 002 — 084758 
iif: 515. 1230 

[0 15 2] 
<##M 1 2 > 

[0 15 3] 
Ub3 6] 




0 



[0 15 4] 

&mmi o tmU&^&K&V. 5- [3, 5-tf* (h'j7Mn^f;i/) 

-7- - 6 -7f-3p V- 2 , 3, 4, 5-^h 

^HFn— 6H — tTUK [2,3 — b] [1, 5] t^rt^» (#fi7 0ft 

270mg) 5 - [3, 5 - fcf* (h'J7Mn^^) 

] - 7 - - 6 -t^y- 2, 3, 4, 5-fh7bFn 

— 6H — tfUK [2,3 — b] [1, 5] 7t*rWi/y 10-^>>Wb 
ntc (231mg, 8 3%) . 
MS(FAB + )m/z:511(M+H + ) 

HRMS (FAB + ) : C 25 H 21 F 6 N 2 0 3 ^ It tHMI:511. 1456 

Mmm- 51 1.1469 

[0 15 5] 
<#^M l 3 > 

[0 15 6] 



ffiSE# 2003-3 0 3 1297 




0 



[0 15 7] 

mmmi o timM<D^mz^ y, 5- [3, 5-t?x (hy^Mn^f^) 

*<yi?)]/] - 7 - (2 h^r2/7x- - 6 -tfdpV- 2, 3, 4,.5--r 
N5HKn-6H-fcfy F [2,3-b] [1, 5] (##M8® 
1. 5 8g) *»6, 5 - [3, (h'j7MD^^) 
-7- (2-^h^ri/7x-;V) -6-^-^rV-2, 3, 4, 5-fb7t 
Kn— 6H — fcfUF [2,3 — b] [1, 5] jr^WVy lO-tf^Ftf 
#e>tlfe (1. 34g, 8 2%) „ 
MS(FAB + )m/z:527(M+H + ) 

HRMS(FAB + ) :C 25 H 21 F 6 N 2 0 4 fc LXiig-W- 527. 1406 

mmW.' 527. 1412 

[0 15 8] 

<##m 1 4 > 

[0 15 9] 
[ft3 8] 




0 



[0 16 0] 

###Ii o inu^o^tcj: y, 4- [3, 5-^ (hU7;i/^n^f;v) 



ffi|tE4t 2003-3031297 



2002-084758 
-6- (2-*^)iy ji-fr) - 2, 3, 4, 

5t Kntfu k C3 ,2-f ] [l, 4] ^iMft^ (##ftf4<z><ffc#4b ; 5 
30mg) ^e>, 4 - [3, (bU7^n^f;i/) -6- 

(2 -^^7i-^/) - 5 2, 3, 4, 5-f h7bKnt!'J K C 
3,2-f] [1, 4] **rW\±Z/ 1 0-*-*^K##&*l,fc (3 3 3mg 
.61%). 
MS(FAB + )m/z:497(M+H + ) 

HRMS (FAB + ) : C 24 H ig F 6 N 2 0 3 i: bTtffltffl: 497. 1300 

497. 1311 

[0 16 1] 

1 5 > 
[0 16 2] 

[fl;3 9] 




5- [3, (h'J7Mn^f;i/) - 6 -sr* v- 7 -7 

x.—A,-2, 3, 4, 5-fh7bKD-6H-H'JK [2,3-b] [1, 5 
] **Wi/y lO-^S/K (#filO09{^i;4OOmg) Sr^^>> 

*fliu> (i. 5mD tzm^r l^mmmmmvr^ mm^^hxm^nr^ 
mmzmm^)\y^M^xm^t^-^^t. 5- [3, (hU7^tn 

-9-?nn-6-t^y-7-7x-;p-2, 3, 4, 5 
-rh7K Kn-6H-tfU K [2,3-b] [1, 5] #3fifV^>>#*#e>*l 
fc (4 4 0 mg, 9 9%), 
MS(EI)m/z:514(M + ) 

HRMS (EI ) : C 24 H 17 C lFgNgOg £ b T ft gt<fii : 5 14 . 0883 



3 9 ffiltEft 2003-3031297 



^#2002-0 84758 
MMU :514.0865 



[0 16 4] 
<#%M 1 6 > 

[0 16 5] 
[ft 4 0] 




3 

> 

[0 16 6] 

5 £m$<Z>J5mz£V. 5- [3, 5-tfX (h'j7^n^f^) 
siyPJV] - 7- (4 -7)VtfU7 3L— ;V) - 6 -tfdf V- 2 , 3, 4, 5-f 
h^fc Ka-6H-tTU K [2,3-b] [1, 5] JT^WVy lO-tfSf 
V F (##M 1 1 <Dfc&%8 ; 1 1 4 m g ) ^f>> 5 - [3, 5-fcT* (b'J7;i/ 

-9 -?nn- 7 - (4-7^071-;!/) -6-a- 

^y-2, 3, 4, 5-^h^tiKn-6H-tfUKC2,3-b] [1, 5] 

V ft fc (1 1 8 mg, 1 Q 0 %) „ 

MS(EI)m/z:532(M + ) 

HRMS(EI) :C 24 H 16 ClF 7 N 2 0 2 h LTft^fit: 532. 0798 

HM-ffl: 532. 0801 

[0 16 7] 
<##M 1 7 > 

[0 16 8] 



ffiSE# 2003-3031297 



[<f&4 1] 



#2 002 — 084758 




[0 16 9] 

5 nmmn^mzzv. 5- [3, 5-t?;* (h'J7Mn^f;i/) 

'O^VU] -7 - (2 -*^;i/7a:zi;i/) - 6 -t^rV" 2, 3, 4, 5 h 

=5\l Kn-6H-tr y K [2,3-b] [i, 5] IO-tT*^ 

F (##$1 1 2 (Dit^m ; 2 2 0mg) 5- [3, 5-tfX (h'J7;i/t 

n^^;i/) 'OSf/b] - 9 n n - 7 - (2-^f;v7x-^) -6->*-3ry 

-2, 3, 4, 5-^h^tlFn-6H-tfUK [2,3-b] [1, 5]#* 

(2 2 8mg, 10 0%) o 

MS(EI)m/z:528(M + ) 

HRMS (EI ) : C 25 H ig C 1 FgN 2 0 2 Z.LT tUTH ' 528 . 1039 

H$!HB: 528. 1063 

[0 17 0] 

<mmmi 8> 

[0 17 1] 
Mb 4 2] 




[0 17 2] 

5 ilH^CO^lCJ: »J, 5- [3, 5-tf^ (h'J7^D^f ;W 
^>e>Vb] -7- (2 h^ri/^x-;!/) - 6-^^V-2, 3, 4, 5 --r 



ffi|iE4# 2003-3031297 



^^#2 0 0 2-0 84 7 5 8 

h^H Kn- 6 H-tTU F [2 ,3 - b] [1, 5] **WS/y lO-^-^r 
V F (##M 1 3 (Dfc&m ; 1 . 2 5 5- [3, 5 -If* (h'j7;V 

#0*3^) -g-^nn-7- (2 h^S/y^-^) -6-^ 

3fy-2, 3, 4, Fn-6H-fcfU F [2,3-b] [1, 5] 

(1. 29g, 10 0%) 0 

MS(EI)m/z:544(M + ) 

HRMS(EI) : G 25 H ig ClF 6 N 2 03i: L,-Cft#W544.0988 

Hiftf-fif: 544. 0980 

[0 17 3] 

1 9 > 
[0 17 4] 
[ft4 3] 




[0 17 5] 

##Mi 5 nm&a-fi&K.* 4- [3, 5 -if* (b'J7;i/tn^f;v) 

-6- (2 -5-^^7-2, 3, 4, 

5t FntfU F [3 , 2 - f ] [l, 4] rt-3MH?fcT> (## 

Ml 4 (Dit&m ;310mg) ^6>, 4 - [3, 5-tfX (hU :7;i/tf n * 3^ 

) - 8-^nn-6 - (2-^fji/7x-ji/) -5-^-#y-2, 3 

, 4, 5-rh7HKDfcf'JK [3,2-f] [1, 4] ;* differ > 10- 

t^^F^i&nfe (3 2 0mg, 10 0%) „ 

MS(EI)m/z:514(M + ) 

HRMS(EI) :C 24 H 17 ClF 6 N 2 0 2 il bTff 514. 0883 

mHfi: 514. 0840 

[0 17 6] 

<mmm 1 > 



4 2 



ffi!I# 2003-3031297 



• ^#2 0 0 2-0 8 4 7 5 8 ^ 

[0 17 7] 




[0 17 8] 

5- [3, 5 -if* (h'j7Mn^f>) s<yyjv~\ -9-t?UU-7 - ( 

Jl/7xnjl/) -6-^-^py-2, 3, 4, 5-^h^tlKn-6H-kf 
UK [2,3-b] [1, 5 ] t ^ t V i/ > 1 7 ; 1 0 0 m g 

) RT$1 -T-tmVI^&y (7 3. Omg) 1 5 01CT?5l$ra3t 

x^;b : ;* # 7 -;i/= 10:1) tCT^ig-tSil, 9 - (4 - 7 -fe^t? ^ V 

y-i — f;b) - 5- [3, 5-bfx (h'j7Mnif;b) -7- 

(2-^fjI/7i-^/) - 6 -rfr^y- 2, 3, 4, 5-fh7t FD-6H- 
tTUK [2,3-b] [1, 5] ^dp-9-^/S/>^#e>tlfc (4 4. 6mg, 3 8 

%) o 

MS(EI)m/z:620(M + ) 

HRMS(EI) : C 31 Hg 0 F 6 N 4 03i: LTff^'fit: 620. 2222 

Mil: 620. 2224 

[0 17 9] 

<mmm 2 > 

[0 18 0] 



4 3 



m5E# 2003-3031297 



^#20 0 2-0 8 4 7 5 8 ^ 



[ft 4 5] 




[0 1 8 1 ] 

£H*tl<Z>:fr&icj: y> 5- [3, 5 -if;* (h'J7Wn^f;v) * 
>s?/i/] -9-?nn-7- (4-7Mn7i-;i/) -6-^*^y-2, 3, 

4, Fn-6H-tfU F [2,3-b] [1, 5] **-9-!/S/> ( 

6tfHfci» ; lOOmg) 1 -TWWy> (73. Omg 
) frb: 9- (4 -Ti2^;Utf^^^>- 1 -5- [3, (h 

•J7Mn^f^) -7 - (4 - >^;V7l-n ^oi— 

2, 3, 4, 5 -f h5K Fn- 6 H-tf U F [2 ,3 -b] [1, 5]#3Mf- 

y*$/>*fc»&*lfc (5 0. 9mg ( 4 3%) . 

MS(EI)m/z:624(M + ) 

HRMS(EI) :C 30 H 27 F 7 N 4 0 3 ^ bTtf^C'fii: 624. 1971 

98IMK: 624. 1954 

[0 18 2] 

<3te»«s> 

[0 18 3] 



ffi§E# 2003-3031297 



33 2002-084758 ^ 



[0 18 4] 

30fc«l fcH*©#tfelcl:»K 5- [3, 5-fcf* (h'J7;i/tn^^) ^ 
-9-^nn-8-**y-7-7s- ;v-2, 3, 4, 5-fh7ti 

Fn— 6H — bfUF [2,3 — b] [1, 5] (*t«15 0fl;^ 

% ; 5 2. Omg) 1 - 7 Wto \£U P> (38. 8mg) 9 - ( 

4 1 — f/l/) -5- [3, 5-l^X (bU7^n^f 

;v) -6-**y-7-7x- ;i/-2, 3, 4, 5-rb7fcKn- 

6H-tfUF[2,3-b] [1, 5] TttcWisytfm^ntc (3 2. 8mg 

, 5 4 %) „ 

MS(EI)m/z:606(M + ) 

HRMS(EI) :C 30 H 28 F 6 N 4 0 3 £ L,TfHM»:606.2066 



[ft 4 6] 




606. 2047 



[0 18 5] 



<^»J4> 



[0 18 6] 



[ft 4 7] 




4 5 



mSE# 2003-3031297 



#2 002 — 084758 



[0 18 7] 

£mm<D%mz&v, 5- [3, 5-tf* (hvyfrytut^jv) H 
y&fr] -9-#an-7- (2-^h^i/7i-;i/) - 6 -tfdpy - 2, 3, 
4, 5-rh5tKn-6H-tr«J K [2,3-b] [1, 5] Jt*Wi/y ( 
1 8 <ZHb^ ; 8 2. Omg) Ml -Ti2^;i/t:^^^> (5 7. 7m 
g) 9- (4 -7±^)V¥<5Py- 1 ->f -5 - [3, 5-tfX ( 

h'J7M0^f^) -7- (2-* h^ri/7ai^;i/) 

-2, 3, 4, 5-fh7tKn-6H-tf'J F [2,3-b] [1, 5]:*3f 
■tfV^>>##£>*lfc (4 8. 2mg, 5 0%) „ 
MS(EI)m/z:636(M + ) 

HRMS (EI) : Cg^FgN^ t. L>T If : 636 .2171 

MMU' 636. 2140 

[0 18 8] 

<mmw 5 > 

[0189] 
[ft4 8] 




[0190] 

mwmi z.mu<z>J5feiz. & 4- [3, 5-b?x (b'j7;i/ta^f;i/) ^ 

>*;/!/] - 8-900-6- (2-^f^7x-^ - 5 V- 2, 3, 4 

, 5-T-h^t KntfU K C3,2-f ] [l, 4] *-*VM\Zy (#fMl 9 
©•ffc-&#) ; 5 1 . 5mg) &tfl -7"fe^;i/fcr^^> (3 8. 5ig) 

8- (4 -nz^i/fc?^^:/- i --f;i/) -4- [3, 5 -if* (h';7M 
n*^;i/) - 6 - (2 ;i/) - 5 - 3, 4 



ftlE^ 2003-3031297 



• ^^2 0 0 2-0 84 7 5 8 

, 5-<r h^fci KntfU K [3,2-f ] [1, 4] tf^iftr^TW&tflTc ( 

6. Omg, 1 0%) . 

MS(EI)m/z:606(M + ) 

HRMS (EI ) : CgQ^gFg^Og thX ft^ffi : 606 . 2066 

H$!HB: 606. 2022 

[0191] 

<mmm6> 

[0 19 2] 
[ft4 9] 

^ CF, 

JO _tV 

[0 19 3] 

5- [3, (MJ7^tn?if^) ^O^Vb] -9-?nn-7- ( 

2-^f;V7x-;i/) -6-^3pV-2, 3, 4, 5 —5 s - h 9 1 Rn - 6 H - tf 
'JF [2,3-b] [1, 5] **Wi/y (##$U KDit^m ;1 0 Omg 
) (t -^h^S/^;i/sK~;i/) jfc=efcT/^S?> (9 5. Omg) ©a-^ 

i$:15 0t;t5l|fWbfe o glit&^l/T, 3mol/L*ft**-|W 
x^;i/ (lmL) &2na.T, iMT'lW^lfe. »«&#*LT#e»tlfe« 
W^&^h^t: Fn-7^> (lmL) JCf&iWU h 'JXfjb7^> (0. 2mL 

) (o. lmD Sr*7frT*einife.Tii*ra«i#Lfc. fiAtttcm 

10:1) icrwss-rs^, 9- (4 -TiS^;!/^^^^^^^- 1 --f ;^) - 
5- [3, (b'j7;i/tn^f;i/) - 7- (2-*rjV7x. 

— ;V) - 6 -t^fV-2, 3,4, 5-Th5HKn-6H-fcfU K [2,3- 



ffi|E# 2003-3031297 



^# 2002-084758 ^ 



b] [1, 5] **-9-\/*;yft'&t>tlt=. (4 2. 7mg, 3 6%) 
MS(EI)m/z:634(M + ) 

HRMS(EI) iCggHggFgN^i: L T tf HHB : 634. 2379 

H$!H»: 634. 2381 

[0 19 4] 

<HdiM7> 

[0 19 5] 
[ft 5 0 J 




[0 19 6] 

iiH^oD^Jcj: y, 5- [3, 5 - tf ^ (h'J7;i/tn^f;i/) ^ 
-9-^nn-7- (4-7Mn7i-;i/) -6-^-^py-2, 3, 

4, 5-rh7tFa-6H-t:'J F [2,3-b] [1, 5] Hr^ s J%/> ( 

i 6 (Dik&%3 ; so. omg), l- ( t - -f V * i/jj^-tf— ;tO /ft^tf 

(7 5. 1 nig) fcZfrnykWrn (7 0 L) 9 - (4 -y-fe^;V 

^^tf/<^^>- i -5 - [3, 5-\Zx (h'J7Mn^f^) ^> 

5*/!/] - 7- (4-7Mn7i^) -6-^*dpy-2, 3, 4, 5 --r h 9 
tKn-6H-trUKC2,3-b] [1, 5] Tt^^l/ytf'&bfttc (3 3 
. 4 mg> 3 5%) o 
HS(EI)m/z:638(M + ) 

HRMS(EI):C 31 H 2g F 7 N 4 0 3 i: It 1^11:638. 2128 

HtMfi: 638. 2144 

[0 19 7] 

<^»J8> 



ffi|iE# 2003-3031297 



4#2 002 — 084758 



[0 19 8] 



[ft 5 1 ] 




[0 19 9] 

-9-^nn-6-^^y-7-7i-;i/-2, 3, 4, 

Fn — 6H — tfUK [2,3 — b] [1, 5] 5 <Z)ft-£ 

«; 52. Omg), 1 - ( t - ^ h dp ^> ( 5 0 . 

6mg) fttftefctflfc (5 0/iL) ^P>> 9- (4 - TlZ^/bJft^ fcf^ - 

i — f;i/) -5 - [3, (h'j7Mn^f;v) -6-^ 

V- 7-7i^ - 2 , 3, 4, 5-fh7kKD-6H-t;'JK [2,3-b 
] [1, 5] tW^ff&tlfe (3 1. 7mg, 5 1%) „ 
MS(EI)m/z:620(M + ) 

HRMS(EI) :C 31 H3 0 F 6 N 4 O 3 i: b T tf W'fit : 620 . 2222 



;$H®:620.2197 



[0 2 0 0] 



<mmm 9 > 



[0 2 0 1] 



[ft 5 2] 



Me 




4 9 



#SE# 2003-3031297 



##2 002 — 084758 ^ 

[0 2 0 2] 

mMMi t.mm<Di?mz&y, 4- [3, 5-tf* (h'j7^tD^f^) * 

- 8-^nn- 6- (2-^f^/7x-;i/) - 5 -tf-^y- 2, 3, 4 
, 5-fh5t: KntfU K [3 ,2-f ] [l, 4 ] **Wi£y (##« l 7 
<btt&m \ 5 1. 5mg) , 1- (t -^h^*/#;i/jff-;i/) jfc^tf^s?:/ ( 
5 0. 1 mg) &tfyiz^;i/#n y K (0. lmL) 8- (4-r-fe^;v 

jJs*fcr*C9$?:/-l->f/l/) -4- [3, 5-fcf* (h'j7MD^f^) ^> 

s?/i/] -6 - (2 - 5 -t^v- 2, 3, 4, 5 h^t: 
Kntfy K [3 ,2-f ] [1, 4] ^^r-9-iftf>^#e)tlfe (6. 7mg, 1 

1%) . 

MS(EI)m/z:620(M + ) 

HRMS(EI) :C 31 H3 0 F 6 N 4 O 3 t tUMt: 620. 2222 

= 620.2230 

[0 2 0 3] 

<nai«i 0> 

[0 2 0 4] 
[ft 5 3 ] 




[0 2 0 5] 

*»«6fcW»CD^jS»CJ:y, 5- [3, 5-fcT;* (h'j7Mn^f;i/) * 
- 9- ^nn-7- (2 -^^;V7ai-;V) -6-5t*3py-2 t 3, 4 
, 5-fh7HKn-6H-tf'J K [2,3 — b] [1, 5] t/y (# 

tMl7 0^i; 6 5. Omg) , 1- ( t -:f h^r5/#/l/#— /lO tf^^y 
> (57. 5mg) TOf^^-jb^n'JF (5 0/tL) 5- [3 



ffil£4§ 2003-3031297 



• ^2 0 0 2-0 84 7 5 8 ^ 

9- [4- (*^;b;wi/7ft-;i/) \n^vy- l --f;i/| -6-;**v-2, 3 

, 4, 5-rh5tl Kn-6H-tTU K C2 ,3 -b] [1, 5]^df-9-yS/> 

##£>;ftfc (4 6. 7mg, 5 8%) o 

MS(EI)m/z:656(M + ) 

HRMS(EI) : C 30 H 30 F 6 N 4 0 4 S^ bTff##[: 656. 1892 

H$MB; 656. 1876 

[0 2 0 6] 

<mmm n> 

[0 2 0 7] 
[ft 5 4 ] 



F 




[0 2 0 8] 

mmme nm^^mz^ u, 5- [3, 5-tfx (h'j7;ptD^f^ ^ 

-9-^nn-7- (4-7^a7t-jb) - 6 -7t*v- 2 , 3, 

4, 5-fb7t Kn — 6 H — tfU K [2,3 — b] [1, 5] ( 
#til6©^|l; 8 0. Omg), 1- ( t h ^S/*;^-;!/) fc^9 

(70. Omg) &t>*;*^;i/:*;i/3ft— ;i/*n u K (eo^D frfe, ' 5 - C 

3, (h'J^Mn^f^) 'O^Vb] - 7- (4-7;i/tD7x^;i/ 

) - 9- [4- c^;!/*;^-^) l --f -6-^^y-2 

, 3, 4, 5 --r-h^fc: Kn- 6 H-t^U K [2,3 -b] [1, 5] **rW 

(2 3. 5mg, 24%) „ 
MS(EI)m/z:660(M + ) 



2003-30 3 1297 



• ^3$ 2002-084758 

HRMS(EI) :C 2g H 27 F 7 N 4 0 4 Si: bTfflMt: 660. 1641 

Hlf: 660. 1633 

[0 2 0 9] 

<tUMf> 

(1) 

S. Dionf)®^ ( r^>f 7-9-^ x>$/-X(Life Sciences) j 4 1f, 
2 2 6 91 (198 7$0 ) £ — SPBJC^ btffl V>£„ 
[0 2 10] 

Ty r o d e$t%J§V^ C> 2 9 5%, C 0 2 5 %<Z>M-£;*f X ?RM 

»32°ci:bfeo lofti*, hmm^^^^^Mm^ 20^? 
£io ^ratfr&g u ^©^^^KftcjgMbfe-^^^^^xp ©sis 

HjMifelJ: y:£#>fca Kbilt Sohild®*S ( r^ijf -f yj/a • ^ 
—*-;[/ ■ 7r-vnnS?— (Brit. J. Pharmacol. )j 14i, 481 (1 

9 5 9*£) ) JCJ:»j3fc«>, -fcOj&SI&aU JCSBbfe. 
[0211] 

Tyrod e *(0«iJ«ttJKT©jt V £ Ltc. NaCl ; 136. 9, KC1 ; 
2. 7, CaCl 2 - 2H 2 0 ; 2. 5, MgClg- 6 H 2 0 ; 1. 0, N a H 2 
PO 4 -2H 2 O;0. 4, N a HCOg ; 1 1 . 9, glucose; 11. 1 
(mm o 1/L) 
[0 2 12] 



5 2 
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^#2 0 0 2-0 84 7 5 8 ^ 

mm 



nmm no. 


Kb(nmoUL) 


i 


0.0888 


2 


0.0847 


6 


0.294 


TAK-637* 


0.269 


[0 2 13] 



* #if§¥ 9-263585 #^fgO^WJ 1 8 }CSB«©ftl» 

[0 2 14] 

( 2 ) ^;i/^E yh^^h^hU 
JS. Peterson ( r>^>-^-;i/ • • 7 7-730^ 

• jiy>yX(J. Pharmacol. Methods) j 2 1f, 2 3 11 (1 9 8 9^) ) 

[0 2 15] 

^yb^n^i'ifT, Hi 0J^§!£-Ui$Tb£:o WfflKHJR^S: 
*§*b1?Wfl[I Strut Lfc. MTgPJCjjf tjifl/^iif-f^&iAU £3SJt 

2«NaJBU:ifc«bfc. M^T-f;V J: 'J tS©4a^M?: 6 mL/ 

^(D^S:^2{C|BUfec 
[0 2 16] 



ffiSE# 2003-3031297 



2002 — 084758 

[*2] 



tamtam 


&#S(i.v.) 






mg/kg 


(%) 




0.3 


32.2 


TAK-637* 


0.3 


12.0 




1 


23.8 




3 


20.5 



[0 2 17] 

* 9-263585 (DMMM 1 8 lCfB^©ftlir% 

ak-6 3 1 £*)%mn femwmmmAmM ft mzm-t * 

[0 2 18] 
[3§BJ!<Z>3«] 

[0 2 19] 
[0 2 2 0] 

«|gbfetl5, ^©-fb^TAK- 6 3 7 ti«LT, *^^fci^r#ll±i: 

it&yj>te^n¥AT\ »mtak- 6 3 7 1 mnm^mmmm^L 
. &tc.m-n&AT*&mir& t'&m&tt&mT ak- e 3 7 zvmfttcmmmm 

J.o*^mfC33V\TTAK- 6 3 7 «fc UMtlT V^„ 
[0 2 2 1] 



fttfE# 2003-3031297 



2002-084758 ^ 
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^^f# 2002-084758 

W • 

mm] 

wv&m en 




(o 



AWBtli, J\UtfyR^ *iftSftTVNT J &J^C 1 ~C 6 ©y 
mfc* 1 XitZ £**b ; n(i2Xli3 5:gl ; q \t 1 Xfcfc 2 l^t„ ) "£^t£;ft3 



1 
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#2002-084758 



m m a m. m fit 



(000001395] 
1. J3K*fU!H 1 9 9 0# 8JT27B 



i 
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